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Novel inhibitors of formation of advanced glycation 
endproducts (AGEs ) 
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DATE 
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Continuation-in-part of Ser. No. 
on 8 Mar 2001, GRANTED, Pat. No. 
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NUMBER 



DATE 
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APPLICATION 
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PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The nonenzymatic glycation and crosslinking of proteins is a part of the 

aging process with the glycation endproducts and crosslinking of 
long-lived proteins increasing with age. This process is increased at 
elevated concentrations of reducing sugars in the blood and in the 
intracellular environment such as occurs with diabetes. The structural 
and functional integrity of the affected molecules become disturbed by 
these modifications and can result in severe consequences. The compounds 
of the present invention can be used to inhibit this process of 
nonenzymatic glycation and therefore to inhibit some of the ill effects 
caused by diabetes or by aging. The compounds are also useful for 
preventing premature aging, spoilage of proteins in food and can prevent 
discoloration of teeth. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Elrifi, Ph.D., Ivor R., Golden, Matthew J., Mintz, 

Levin, Cohn, Ferris, Glovsky & Popeo, P.C. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to compositions and methods for inhibiting 

and reversing nonenzymatic cross-linking (protein aging) . Accordingly, a 
composition is disclosed which comprises a thiazolium compound capable 
of inhibiting, and to some extent reversing, the formation of advanced 
glycosylation endproducts of target proteins by reacting with the 
carbonyl moiety of the early glycosylation product of such target 
proteins formed by their initial glycosylation. The method comprises 
contacting the target protein with the composition. Both industrial and 
therapeutic applications for the invention are envisioned, as food 
spoilage and animal protein aging can be treated. A novel immunoassay 
for detection of the reversal of the nonenzymatic crosslinking is also 
disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Division of Ser. No. US 1998-983542, filed on 25 Sep 
1998, PATENTED Continuation-in-part of Ser. No. US 
1996-621019, filed on 22 Mar 1996, ABANDONED 
Continuation-in-part of Ser. No. US 1996-620627, filed 
on 22 Mar 1996, ABANDONED Continuation-in-part of Ser. 
No. US 1996-620767, filed on 22 Mar 1996, ABANDONED 
Continuation-in-part of Ser. No. US 1996-620513, filed 
on 22 Mar 1996, ABANDONED Continuation-in-part of Ser. 
No. US 1996-621285, filed on 22 Mar 1996, ABANDONED 
Continuation-in-part of Ser. No. US 1996-621299, filed 
on 22 Mar 1996, ABANDONED Continuation-in-part of Ser. 
No. US 1996-621298, filed on 22 Mar 1996, ABANDONED 
Continuation-in-part of Ser. No. US 1996-620626, filed 
on 22 Mar 1996, ABANDONED Continuation-in-part of Ser. 
No. US 1996-620625, filed on 22 Mar 1996, ABANDONED 
Continuation-in-part of Ser. No. US 1996-620772, filed 
on 22 Mar 1996, ABANDONED Continuation-in-part of Ser. 
No. US 1996-621281, filed on 22 Mar 1996, ABANDONED 
Continuation-in-part of Ser. No. US 1996-620514, filed 
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on 22 Mar 1996, ABANDONED Continuation-in-part of Ser. 
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APPLICATION 

THE PROCTER & GAMBLE COMPANY, PATENT DIVISION, 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Principal solvents, especially mono-ol and diol principal solvents, 

having a ClogP of from about 0.15 to about 0.64, preferably from about 
0.25 to about 0.62, and more preferably from about 0.40 to about 0.60, 
are disclosed that have the ability to make clear aqueous fabric 
softener compositions containing relatively high concentrations of 
fabric softener actives having ester linkages in their long, hydrophobic 
chains. The fabric softener actives are either unsaturated, or have 
intermediate length chains (. about . C . sub. 12-14 ) and the said principal 
solvents are used at levels of less than about 40%. Other solvents may 
be present. Some of the said principal solvents are novel compounds 
and/or novel mixtures. Premixes of the fabric softening actives, the 
principal solvents, and, optionally, other solvents are useful in the 
preparation of complete formulations by obviating/limiting the need for 
heating. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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US 2002192842 Al 20021219 

US 2002-174883 Al 20020619 (10) 

Division of Ser. No. US 1999-470482, filed on 22 Dec 
1999, GRANTED, Pat. No. US 6440749 Division of Ser. No. 
US 1997-971878, filed on 19 Nov 1997, GRANTED, Pat. No. 
US 6007865 Division of Ser. No. US 1996-588249, filed 
on 18 Jan 1996, GRANTED, Pat. No. US 5853703 
Continuation-in-part of Ser. No. US 1995-473184, filed 
on 7 Jun 1995, ABANDONED Continuation-in-part of Ser. 
No. US 1995-375155, filed on 18 Jan 1995, GRANTED, Pat. 
No. US 5656261 
Utility 
APPLICATION 

ALLEN BLOOM, C/0 DECHERT, PRINCETON PIKE CORPORATION 
CENTER, P.O. BOX 5218, PRINCETON, NJ, 08543-5218 
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2 Drawing Page(s) 
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of advanced glycosylation endproducts of target proteins, 
tionally reverse pre-formed crosslinks in the advanced 
endproducts by cleaving alpha-dicarbonyl-based protein 
sent in the advanced glycosylation endproducts. Certain 
are thiazolium salts. The method comprises contacting the 

with the composition. Both industrial and therapeutic 
or the invention are envisioned, as food spoilage and 

aging can be treated. A novel immunoassay for detection 
1 of the nonenzymatic crosslinking is also disclosed. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Method and use of alpha-amino-beta-mercapto-ethane 
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NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
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NUMBER OF CLAIMS: 
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20000414 (60) 



LLP, 666 FIFTH AVE, NEW YORK, NY, 



AB 



US 2000-197216P 
Utility 
APPLICATION 
FULBRIGHT & JAWORSKI, 
10103-3198 
7 
1 

19 Drawing Page(s) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Methods of inhibiting damage to proteins, lipids, and DNA by the use of 

penicillamines and other . alpha . -amino- . beta .,. beta . -mercapto- 

. beta. , .beta. -dimethyl-ethane compounds as dicarbonyl scavengers is 

disclosed. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Division of Ser. No. US 1997-971878, filed on 19 Nov 
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Ser. No. US 1996-588249, filed on 18 Jan 1996, now 
patented, Pat. No. US 5853703 Continuation-in-part of 
Ser. No. US 1995-473184, filed on 7 Jun 1995, now 
abandoned Continuation-in-part of Ser. No. US 
1995-375155, filed on 18 Jan 1995, now patented, Pat. 
No. US 5656261, issued on 12 Aug 1997 
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DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to compositions and methods for inhibiting 

and reversing nonenzymatic cross-linking (protein aging) . Accordingly, 
compositions are disclosed which comprise an agent capable of inhibiting 
the formation of advanced glycosylation endproducts of target proteins, 
and which additionally reverse pre-formed crosslinks in the advanced 
glycosylation endproducts by cleaving alpha-dicarbonyl-based protein 
crosslinks present in the advanced glycosylation endproducts. Certain 
agents useful are thiazolium salts. The method comprises contacting the 
target protein with the composition. Both industrial and therapeutic 
applications for the invention are envisioned, as food spoilage and 
animal protein aging can be treated. A immunoassay for detection of the 
reversal of the nonenzymatic crosslinking is also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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[9) 



NUMBER 



DATE 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 



20000414 (60) 



US 2000-197829P 
Utility 
APPLICATION 

Fulbright & Jaworski LLP, 666 Fifth Avenue, New York, 
NY, 10103 
11 
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19 Drawing Page(s) 
884 

INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention relates to methods for identifying compounds which affect 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS 
LINE COUNT: 
CAS 
AB 



cellular stress. In particular, the method relates to identifying 



compounds which inhibit protein advanced glycation end product 
formation, where the compounds are carbonyl scavengers which inhibit the 
formation. The assay involves combing the substance of interest with 
histone HI and ADP-ribose, and then measuring fluorescence and protein 
cross linking. Various inhibitors of protein AGE glycation have been 
identified, using this assay. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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US 2000-197216P 
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APPLICATION 
FULBRIGHT & JAWORSKI, 
10103-3198 
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19 Drawing Page{s) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Methods of inhibiting damage to proteins, lipids, and DNA by the use of 
penicillamines and other . alpha . -amino- .beta .,. beta . -mercapto- 
. beta .,. beta . -dimethyl-ethane compounds as dicarbonyl scavengers is 
disclosed . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Division of Ser. No. US 1996-588249, filed on 18 Jan 
1996, now patented, Pat. No. US 5853703 which is a 
continuation of Ser. No. US 1995-473184, filed on 7 Jun 
1995, now abandoned which is a continuation of Ser. No. 
US 1995-375155, filed on 18 Jan 1995, now patented, 
Pat. No. US 5656261 
Utility 
Granted 
McKane, 
Dechert 
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2 Drawing Figure (s); 2 Drawing Page(s) 
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Joseph K. 
Price & Rhoads 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to compositions and methods for inhibiting 

and reversing nonenzymatic cross-linking (protein aging) . Accordingly, 
compositions are disclosed which comprise an agent capable of inhibiting 
the formation of advanced glycosylation endproducts of target proteins, 
and which additionally reverse pre-formed crosslinks in the advanced 
glycosylation endproducts by cleaving alpha-dicarbonyl-based protein 
crosslinks present in the advanced glycosylation endproducts. Certain 
agents useful are thiazolium salts. The method comprises contacting the 
target protein with the composition. Both industrial and therapeutic 
applications for the invention are envisioned, as food spoilage and 
animal protein aging can be treated. A novel immunoassay for detection 
of the reversal of the nonenzymatic crosslinking is also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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US 1995-9220P 
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Granted 

Fay, Zohreh 
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1054 



19951226 (60) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to compositions and methods for inhibiting 

nonenzymatic cross-linking (protein aging) using compounds of the 
following formula I ##STR1## wherein alk is a straight or branched chain 
alkylene group containing from 2 to 8 carbon atoms, and R is a lower 
alkyl group containing from 1 to 6 carbon atoms; and their biologically 
or pharmaceutically acceptable acid addition salts. Accordingly, a 
compositions are disclosed which comprises these N- 

acylaminoalkylhydrazinecarboximidamides, which are capable of inhibiting 
the formation of advanced glycosylation endproducts of target proteins. 
The method comprises contacting the target protein with the composition. 



Both industrial and therapeutic applications for the invention are 
envisioned, as food spoilage and animal protein aging can be treated. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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2 Drawing Figure (s) 
2478 



2 Drawing Page(s) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB 



The present invention relates to compositions and methods for inhibiting 
and reversing nonenzymatic cross-linking (protein aging) . Accordingly, 
compositions are disclosed which comprise an agent capable of inhibiting 
the formation of advanced glycosylation endproducts of target proteins, 
and which additionally reverse pre-formed crosslinks in the advanced 
glycosylation endproducts by cleaving alpha-dicarbonyl-based protein 
crosslinks present in the advanced glycosylation endproducts. Certain 
agents useful are thiazolium salts. The method comprises contacting the 
target protein with the composition. Both industrial and therapeutic 
applications for the invention are envisioned, as food spoilage and 
animal protein aging can be treated. A novel immunoassay for detection 
of the reversal of the nonenzymatic crosslinking is also disclosed. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB The present invention relates to compositions and methods for inhibiting 

and reversing nonenzymatic cross-linking (protein aging) . Accordingly, a 
composition is disclosed which comprises a thiazolium compound capable 
of inhibiting, and to some extent reversing, the formation of advanced 
glycosylation endproducts of target proteins by reacting with the 
carbonyl moiety of the early glycosylation product of such target 
proteins formed by their initial glycosylation. The method comprises 
contacting the target protein with the composition. Both industrial and 
therapeutic applications for the invention are envisioned, as food 
spoilage and animal protein aging can be treated. A novel immunoassay 
for detection of the reversal of the nonenzymatic crosslinking is also 
disclosed. 
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